- 





Ee aan. atti 


THE MEDICAL LETTER 


@ non-profit publication 


on Drugs and Therapeutics 








}+—— 
Published by Drug and Therapeutic Information, Inc., 136 East 57th Street, New York 22, New York 
eee 
Vol. 2, No. 10 (Issue No. 35) May 13, 1960 


LIBRIUM 


Few drugs introduced during the past few years have had so enthusiastic a re- 
ception in both lay and medical press as methaminodiazepoxide (Librium - Roche). 
This latest in the list of agents offered for the treatment of emotional disorders is 
claimed to be "virtually specific for the relief of anxiety and tension" and it is rec- 
ommended for the control of agitation, obsessions and phobias of common emo- 
tional disturbances; for use in neuroses, psychoses, and chronic alcoholism; and 
for tension associated with gastrointestinal, cardiovascular, gynecologic and der- 
matologic disorders. 


Librium has been the subject of 15 reports in a supplement of Diseases of 
the Nervous System, March, 1960, one report in Current Therapeutic Research, 
March, 1960, and a highly enthusiastic appraisal in the Journal of the American 
Medical Association, March 12, 1960. Most of the studies report the drug to be 
particularly effective in psychoneurotic anxiety. According to the manufacturer, 
827 physicians have submitted reports on 16, 386 cases in which Librium was used. 
Information received by The Medical Letter indicates that the drug is already be- 
ing widely prescribed, despite its newness. 




















CONTROLS LACKING - It is possible that evidence still to be produced will 
show that Librium is a valuable therapeutic agent, but a careful review of pub- 
lished reports and discussions with investigators in this field raise many ques- 
tions about the claims of remarkable effectiveness and versatility. Without ex- 
ception, the published reports are derived from completely uncontrolled studies. 
No effort was made to keep either patient or investigator "blind, '' to use placebos, 
to randomize the patient groups or to observe any of the established disciplines 
of the controlled clinical trial. 





The frank comments of a few of the investigators characterize all of the pub- 
lished clinical reports: "No attempt was made to control a variety of variables 
which might have influenced the outcome of treatment"; "The series of cases re- 
ported is small and makes no pretense at being controlled"; "Librium produced 
a cessation of the symptoms of anxiety or its direct equivalents - panic, agitation, 
globus hystericus, stress-related headache, nausea, dysphagia - in 100 per cent 
of the patients. Such a percentage may seem to indicate a need for more careful 
observation, or possibly a neurotic need on the part of the investigator that all of 
his patients recover." 
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MORE EVIDENCE NEEDED - Librium may turn out to be a useful addition 
to the group of tranquillo-sedative drugs, but these reports do not prove it. The 
most optimistic conclusion about Librium that can be derived from the prelimi- 
nary uncontrolled studies is that it appears to reduce anxiety and tension in some 
patients; whether it does so more effectively and consistently than a barbiturate 
or a "tranquilizer" (such as reserpine or some of the phenothiazines) is unknown. 
If a tranquilizer is a drug that relieves tension without causing drowsiness or 
impairment of the thinking process, then Librium does not qualify as a true tran- 
quilizer, since a significant number of patients showed these side effects in the 
reported studies. 





Among important side effects mentioned in the reports are ataxia, vertigo 
and confusion; in some patients, the drug acted as a stimulant. In one report 
in the supplement (J. M. Tobin, et al., p. 11) three instances of rage reaction 
were attributed to Librium in patients who had previously had similar episodes. 
In another study, one patient had a severe generalized dermatitis (G. A. Con- 
stant, p- 37). Three patients experienced syncope without warning signs on the 
second and third day of medication (R.C.V. Robinson, p. 43). 


Although the manufacturer does not offer the drug for use as an anticonvul- 
sant, two of the papers reported Librium to have anticonvulsant effects and to be 
possibly useful in controlling grand-mal epilepsy. However, one group (J. Kin- 
ross-Wright, etal., Dis. Nerv. System Supplement, p. 23) reported that one 
patient "experienced numerous grand-mal seizures...though his epilepsy had 
previously been well-controlled. Hence, despite animal pharmacological data, 
Ro 5-0690 [Librium] may be convulsogenic in susceptible humans." Increased 
appetite and weight gain were also reported to occur in some patients. No addic- 
tion was found, but it is much too early to say that the drug is free of addicting 
properties. 





In summary, Librium appears to have some of the properties of a sedative 
drug and to cause a significant incidence of disturbing side effects. One author- 
ity consulted by The Medical Letter found the drug of little value for psychotic 
patients in trials which were under his supervision. The appraisal of drug ther- 
apy in psychoneurotic patients is exceedingly difficult, and there will be room for 
skepticism about the special value of Librium for such patients until sound evi- 
dence has been provided by well-controlled clinical studies. 





TRAVELER'S DIARRHEA 





With the approach of the tourist season, doctors will be getting frequent re- 
quests for anti-infective drugs to prevent "traveler's diarrhea. '' Unfortunately, 
there is no anti-infective drug that can insure freedom from this annoying con- 
dition. Other worthwhile prophylactic measures are available, however, along 
with effective drugs for the treatment of diarrhea. 


The view that change of diet is often responsible for traveler's diarrhea has 
little scientific support. Infection by pathogenic bacteria such as Shigella and 
Salmonella is sometimes a factor, but its importance varies considerably from 
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region to region. Serial stool cultures made before, during and after attacks of 
diarrhea in 27 American students who had recently arrived in Mexico failed to 
show the presence of either organism in a single case (G. Varela, et al., Am. 
J. Trop. Med. & Hygiene, 8: 353, 1959), although such potential pathogens as 
Klebsiella (Friedlander's bacillus) and paracolon bacteria were observed more 
frequently in students who contracted diarrhea than in those who did not. 





AMEBIC INFECTION - While amebae have doubtless been responsible for 
some outbreaks of diarrhea, B. H. Kean and W. G. Smillie (N.E. J. Med., 251: 
471, 1954) found only a four per cent incidence'of Entamoeba histolytica infec- 
tion in students traveling both in the Mediterranean areas and in other parts of 
Europe. These authors believe that "the diarrhea of the continental traveler is 
not due to the fecal contamination of food and water but is more probably caused 
by the ingestion of toxins such as those produced by staphylococci." If they are 
correct, it is easy to understand the failure of prophylactic anti-infective agents. 








Another view, which also helps explain the unreliability of prophylactic 
agents, is that expressed by Dr. Harry Most, Professor of Preventive Medicine 
at N. Y. U. College of Medicine: 'My own feeling is that the vast majority of di- 
arrhea in travelers is due to sewage pollution of food and water; as a result 
there is a massive implantation of bacterial populations which may be foreign 
to the travelers' intestinal contents and which, in addition, may contain patho- 
genic micro-organisms, especially viruses. With the exception of special areas, 
less than one-half of the episodes studied [by various investigators] show asso- 
ciation with known pathogens." 


The general unreliability of prophylactic drugs was demonstrated in a study 
by B. H. Keanand S. R. Waters, who questioned 1265 American tourists return- 
ing from Mexico about their use of drugs to prevent diarrhea (N.E. J. Med., 261: 
71, 1959). The drugs which had been used included iodochlorhydroxyquin (Vio- 
form), often recommended for this purpose, sulfonamides, a variety of antibiotics, 
and miscellaneous drugs including paregoric, Kaopectate and Pepto-Bismol. Of 
444 travelers who said they took some sort of medication to prevent diarrhea, 263 
or 53 per cent became ill; of 821 who said they did not take drugs, only 126 or 15 
per cent contracted diarrhea. The authors point out, however, that these figures 
must be interpreted with caution since some of those who reported that they took 
drugs to prevent diarrhea may have started treatment after the onset of early 
symptoms. 





VIOFORM AND NEOMYCIN - Kean and Waters also evaluated the prophylac- 
tic effect of Vioform, neomycin (combined with insignificant amounts of Kaolin 
and Pectin) and a placebo on a group of 610 Americans studying in Mexico. The 
incidence of diarrhea with the three agents was 39 per cent with Vioform, 20 per 
cent with neomycin, and 34 per cent with placebo. Despite the apparent superior- 
ity of neomycin over a placebo in this study, and the possibility that antibiotic pro- 
phylaxis may be more or less effective under some circumstances, Medical Letter 
consultants consider the general use of anti-infective agents to prevent diarrhea 
inadvisable, and likely to do more harm than good. Probably the best the doctor 
can advise in the way of prophylaxis is such general hygienic measures as drink- 
ing only reliably bottled or boiled water and avoiding uncooked foods, particularly 








39 





raw vegetables. For an alternative to bottled or boiled water, Medical Letter 
consultants recommend that the traveler take along a supply of Globaline tablets, 
an iodine preparation, to destroy pathogenic organisms in both drinking water 
and water used to brush the teeth. (One tablet should be added to each quart of 





water at least 20 minutes before use. If the druggist can't supply Globaline tab- — 
lets, they can be ordered from Maltbie Laboratories, Belleville, N.J. The list ———— 
price is $1.10 for 50.) Vol. 2 


Most attacks of traveler's diarrhea require only symptomatic treatment 
with appropriate doses of tincture of opium (5 drops for adults after every sec- 
ond bowel movement for three or four doses); or Kaolin Mixture with Pectin NF 
(various manufacturers), 15 to 30 cc. The doctor might also prescribe a dozen 





capsules of a tetracycline (250 mg.) to be taken along for the treatment of diar- ti 
rhea, but only when it is accompanied by chills, high fever, or blood in the stools T 
(one capsule four times a day for adults, for two days). It is probably desirable in 
that any traveler returning from a tropical or subtropical country have a fresh ge 
stool examination for ameba even in the absence of diarrhea. li 
IMFERON 0! 

ci 

Imferon, an intramuscular iron-dextran compound, has been withdrawn from mr 
sale by its manufacturer, Lakeside Laboratories, at the request of the Food and ° 
Drug Administration. Although no proved connection has been established between s 
sarcoma and the use of Imferon in humans, experimental studies in rats and mice fc 


by British investigators have shown that massive doses can produce tumors. One 
of these studies was reviewed in connection with an appraisal of Imferon in the 
Jan. 8, 1960 issue of The Medical Letter. It was pointed out that, "Because of 





the dosage, and because rats are particularly susceptible to sarcoma induction, c 
the significance of this study is questionable. Nevertheless the great variation in t 
susceptibility among humans means that the possibility of sarcoma induction can- f 


not be completely ruled out." 


The action of the Food and Drug Administration poses a difficult problem 
for physicians. There are rare instances in which iron must be administered 


parenterally, and serious hazards are associated with the use of all parenteral t 
preparations of iron. Other preparations, all of them intravenous, have occa- t 
sionally caused syncope, shock, convulsions and death. It was the opinion of é 


Medical Letter consultants that despite the risk of sarcoma, Imferon was prob- 
ably less hazardous than any intravenous preparation; on the basis of the lim- 

ited evidence available, this view still holds. It is to be hoped that FDA will } 
quickly assemble a group of experts to review all clinical and experimental evi- 
dence on all parenteral iron preparations and to initiate studies of the many 
thousands of patients treated with Imferon during the past five years. 





In any case, the advice which The Medical Letter gave in its appraisal of 
Imferon needs restatement with even greater emphasis: No parenteral iron 
preparation should ever be used unless severe iron deficiency has been clearly 

















established, and then only in patients in whom it is impossible to use oral iron MAN 

: Univ 

therapy effectively. ee 
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